The detection of human papillomaviruse16 in squamous cell carcinoma of the nail unit: A case series To the Editor: The correlation between human papillomavirus (HPV) and squamous cell carcinoma (SCC) of the skin and adnexa is still controversial. 1 The detection of the virus has been described in several case series of nail unit SCC. 2, 3 This study aimed to evaluate the presence of HPV in a series of 41 cases of nail unit SCC referred to our dermatology skin cancer unit between January 2006 and December 2014.
The study was carried out on residual biopsy sections after diagnostic analysis in the course of institutional diagnostic services and was exempted from institutional review board review.
The INNO-LiPA HPV Genotyping Extra assay (Fujirebio, Pomezia, Italia Srl) was used to detect 28 mucosal HPV, including 18 high-risk and probable high-risk HPV (16, 18, 26, 31, 33, 35, 39, 45, 51, 52, 53, 56, 58, 59, 66, 68, 73, 82), 7 low-risk HPV (6, 11, 40, 43, 44, 54, 70), and 3 undetermined-risk HPV (69, 71, 74). All samples were amplified in real-time polymerase chain reaction (PCR) with a primer pair specific for the E6 region of HPV-16 to avoid false negatives because of the loss of the L1 region, resulting from viral integration in cancer cells. Finally, a nested PCR (FAP nested PCR) was used for the detection of a broad spectrum of cutaneous -HPV; a consensus outer primer pair FAP 59/6415 and a consensus inner primer pair FAP 6085/6319 were used for end point PCR amplification. Table I shows patients' demographic data, and clinical and histopathologic characteristics of the tumors. The tumors were divided into 2 main groups: the first group presenting a vertical nodular growth, mainly as masses localized on the nail bed (Fig 1, A) and the second presenting an anteroposterior growth (A-P), starting at the nail matrix and progressing as hyperkeratotic bands (Fig 1, B) . Breslow thickness and histopathologic grading was performed for all specimens on the basis of morphologic characteristics and cellular differentiation (Table I) . 4 Fifteen specimens (36.6%) presented positive results for the detection of HPV-16 and the clinical and histopathologic characteristics are described as follows (Table I): G1 tumors (well differentiated): 11 patients, presenting hyperkeratotic bands of the nail bed.
G2 tumors (moderately differentiated): 1 patient, presenting nail plate dystrophy associated with a hyperkeratotic band of the nail bed.
G3 tumors ( poorly differentiated): 3 patients, presenting nodular masses associated with erosions of the nail bed.
Of 15 patients presenting HPV-positive nail unit SCC, 2 were immunocompromised. HPV-associated nail unit SCCs (15 patients) were most frequently localized on the fingers, presenting as hyperkeratotic bands with an anteroposterior growth, and as differentiated tumors on histopathologic evaluation (G1). Male patients more frequently had involvement than did female patients, whereas age was equally distributed between the HPVassociated nail unit SCC and HPV-negative nail unit SCCs.
HPV-16 was the only subtype detected on nail unit SCC in our series, as in most reported studies.
The aim of this letter was not to speculate on a possible oncogenic role of HPV-16 in nail unit SCC, but to stimulate future research, because the knowledge of HPV infection in neoplasms of different anatomical locations offers important implications in disease prevention, treatment, and prognosis, thanks to the development of new vaccines. 
